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(Prostaglandins) , 1994 ^F, % 48 #, B 5 p.275-83 #f$) N M&B28767 
(#^BH 51-125255 ^^$R*5j:tJS 7 a • U* — (FEBS Letter) , 1994 
15 ^338#, f 2f, p.170-174 #flg) „ GR63799X (#HIBg 61-249951 

T V K • n-fnby^^. y (Advances in Prostaglandin, 

Thromboxane, and Leukotriene Research) , 1991^, H21A#, p.379-82 
, SC-46275 (US4,863,961-9-WjHi*S3J;^^— • - 7/;V 
20 V3D^-7VK'3:^^^^;i/.t7^-r^^^ (Journal of 
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#88) ^ iMo^n^h^ (Sulprostone) (EP0139608 #BJ?5iffl##Hg) #S 
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E P 2*5j;UVii=fcteE P 3imm&&mirZ>WK(Dtizm, 

14. E P 2 f^ttfi&ttSr^r-rsfeRjftS^ EP860430 *Wm*K1S&£iriit{bit 
W099/33794 f/^7l/y h fcfBtfetfMfrg^ EP974580 -§-BJ^B*^|B 
tttftffcS'GSK WO2003/74483 f^7Vy McfBttOfb^^fcu W095/19964 
20 -gv* ^ 7 5/ h {CfEifcO'fb'g^ W098/28264 ^7^b fc|E^<ZMb^ 
4fils WO99/19300^^7U2/ h fctSiJ©^^*, EP0911321 ■§-K*B#H:|B 
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25 15. (1)(5Z, 9)3, 11a, 13E) -17, 17-7o/V-ll, 
1 6-v?t Kn^i/-9-^nn-2 0 - / /KT'n * ^ - 5 , 1 3 — v?^ ^ 
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(2) (5Z, 90, 11a, 13E) -17, 1 7— T^n^y-l 1, 16- 
S?fc Yn^is-Q-f w^v^f—*,, 13, 1 9 - h P xy^, 

(3) ^7^-2- (4- (1-t Kn^rV^i/;i/) ^—/V) - 5 — 

5 (4)2- [3- -N- (t'!Jv?y-3 — OKXA' 

(5) [1R [1 a, 2 jS (1 E, 4 R*) , 3 a] ] -3-fc [4 
- fc Kn 4 - ( 1 - k°/Vi/^ n :75vV) - 1 - 7t-^] - 5 - 

10 (6) (2R, 3R, 4R) - 4 - Kn =3ri/- 2 - 

-3- [ (E) - (4RS) - (4-tKn^v'-4-^f/l'-l-^f 

i * 

(7) (+/-) -15-r^>-16-a, J3 -t Kn*'>- 1 6 -^5vV 



PGE 1 ^^-/^^^/V^biltR^tbS— fiU:CDYfciN^fe5ituiEl 4|5i 



16. EP 3fWStt*^T-f-S4fcR*^ W098/34916 f/^7I/y MCfBi 
(Di\&m, #i¥ 8-239356 #^Rfc|E<ft©flS'fr* % US4,692,464 
l-IE*c^>'ft:'a-^> #HBBg 61-249951 ^^RfcLfBttO-ffr^G^ US4,863,961 # 
K*m»{C|B^^b^*5 itJ« US3,985,791 #W^*fcSB*©fb<^a»fe 

17. (1)1 la, 15a-^hdf^-9-^y^aX^-5Z, 13E 



(2)2- [5- [2- [N- (^ai-yV^^/P) ^/l^^/l/] a:^] ~jr 
25 (3) (1 S, 5 S, 6R, 7R) -5- [7-t Kb*^-6- [3 (S) - 

. t Kc^^-3-yf/P-i (E) -Ort'r—jX'] [3. 3. o] 

^ h- 2-^^-3 -^T/V] 
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(4) (-) - [1 (R) - [1 a (Z) , 2 0 (R*) , 3o]]-7-[3- 
fcKn^v'-2- (2 - 1 Ko^>- 3 -~7^S *ci/-7'vs$3ci') — 5 — ;** 

5 (5)^/^-7- (2/3- (6- (1 U^S^JV—J )V) -4R-t K 

(6)9 -;<}-=¥ y- 11a, 15 a-i^fc Kn^iy-1 6-7^y^riX- 1 7, 
18, 19, 2 0 —7" h^y/^a^^-4, 5, 1 3-h7^-MJx- 

10 tVi^* TM> feiltR —SX±(Dlk'&WT?$> 5 MIE 1 6 IB^tD©: 

18. EP 3fWSt£&W1-5^Stas % 16-7xydrt/- fi )-l l 7, 18, 

19, 2 0-Th7;^-PGE 2 ^f^;V7tt^ K*fctt-t©ifc*T*S>S 

15 "19. HulBi|B*fe^#M^^^j©^i7 y-^v^&^M-f-^o 

20 !Hife£;ft6#C#»£te, #C#m^4»^^#«> #1lt£;ftfcigfc#$BJ3&, ^ 

mmm, 'W-w^'WiKm, ^mm. mmwmmm, &itmmm 
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<z>-i?b^ ^it'Mmmfem, tkHrmB&Mki&m, m-w^mmm, iktcn 



8 



WO 2005/009468 PCT/JP2004/010890 



m 

^ y ^nntmeg^ ( 1 g f - 1 ) , f&mtimmwms&mmm* ( b f g 

10 F) „ Ji^ltmH^ 1 (EGF) b<Oi/~V i/<Dffi.%-&i?-&, j&StJvwe-;/ 

(gh) % ik/bmm&mnm* (pdgf) m^htix^^ 0 &mw<Difc 

y • ^-T d-n i?#/l"!r ^ X h V — (Journal of Biological Chemistry) % 2000 
¥, ^ 275^, #24-5% p.18566-73) 0 *»W©tt#5>#Wl«y^lW:tt'fr^ 
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IAMB ^~rti<DWm\z£Zi)>%:fflt>'f, &itmW:<DfrM 

»flH4*5«tVE P 3fW»te&W-f-5«WBt«r£tr. 

^w^ep 2ftmm&&mirz>®'g;ft s bp afmis&ttvx^xh' 
io j:< % 0*L<fi, t<Dj^mmmK EP2f»»tt©m/i oernisfc. 

iilii/ioo^ £hfcb< 1/1000 UTxtosmfttttto —-ft. 

^^tt^ttOV^-fn^^^ E P 2 fcmmftUDffi 1 / 1 O^T&fcfctm 
/10 0^T> b < r**& 1 /1000 OT. J: 9 0£ L < 1 /10000 ^ 
15 T"e*>S4felt«r£i?, 

«F£L<W\ *r<Df£SW&t£ri^ EP3«IStt^i/io^T*fc 

20 lilll/10 0 £*Tn b < f» 1 /1000 OTtfeSM^tf. — 

#^{J1EP 3f^t&^ttSr^t-S^Wfi, EP3MOEPmi(ifiHtOV^ 
nt>J6S % EP 3f^ftfi?tt©*bl/l 0£AT£fc«m/l 0 0^T> #f £ L 

< fem 1 /1000 £AT, J: 0 0* L < 1 /ioooo etfefcs <ft?f -gr^ t?„ 

■ 

25 S^SCSrSSfeU EP 3 £ 9 EP 2fts8ti&tfc#gfil'>«&Jt, EP2J;I9EP3 
*&W<DEP 2*3<J;U«/*fcttEP 3fWbfiH4Sr^Ti-S«*ttt % EP 1, 
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EP4 N 7**??7i/Vz/^mwmhW; 1 &*^h;X^x-h £v^$ % 

/l O^T^fc^l/l 0 0£AT> tem/l000^TT'£>5^jt 

5 EP lfcit/EP 4 tfsgttfgtt/^ EP 2^fc«EP 3<DV^tt^iS 

V^©^«J^14<7) 1/10 ^T^fd« 1/100 UTs ffr& V < 1 /1000 



20 Z-f^XQ^I-Zo MTttt. T;V*;vm, TiVtr—jV^ TjV*^;V^ T 

;V3^j/S, TfV^-tv^^r^ Tfr^uis^ 7;^=i/vS % t;v3c~u 

zm&fc (ii5@tt#:. i&m^m > ¥^b^, mmm&i$. ^nb<D&m 
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#»3!OE P 2VmWi ! ®i%:^irZ>%0%b LT.EP860430 -§-^JNB#^|B^ £ 



R 1 " 3 teTklitJl^FN C 1 ~ 8 COT/I^A^ C 2 ~ 8 <DT svtr^/v^ C 2 
~8©T/W^=/V^ *fc(*l ~3|3C»^TO (1) ~ (5) (D&XW&Z 
10 tbTV^§C 1~8<DT^=¥7^, C2~8©7/^=/Vl, -£fcte:C2~8 
©T/V^^/^^r^^L ; (1) ^n^^lv^ (2) C1~4W3^ 
S'*, (3) C 3~7<Z>-^n7VV3vi^ (4) ^.tcit (5) 

l~3i@<D/^ny^ig^ C 1 ~4(DT/V=^/V^ C1~4W3^I, 

15 nte0£fc{21~4(£>g#:£:^;b-i-o 

fcfcU (l)5-6til3-l 4tfi^i$|e:£lS^^^$^v\ (2) 
13-14|4«ie^fc>ti:#, ^-fi*i!r8-teE#\ Z#, 

— ®& (l-D T^^Ste^©^ J:«?^b<{^ #J;lk£> (5 

20 Z, 9)3, 11a, 13E) -17, 1 7 - 1 1 , 

n^f-i/- 9-^pc-2 0—7/^13^.^—5, 1 3 — >"I$i3o <fc <£> 
V i?>M. (Z(Dfc&m^ ^tn^tl ONO-8815 *5 ONO-8815Ly t <bffi 
£}hZ> (i?Jrs<> • • irzf • 7 7/W = o (Japan Journal of 
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(CH 2 ) n 
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Pharmacology) , 1999 #s B 79(Suppl. D#, p.604. 11-193268 # 

o ) ^ (5 Z, 9 0, 11a, 1 3 E) - 1 7, 1 7-^0/"? 

/-II, 16-i?t Fn^v'-9-^OD/n^^-5, 13, 19-f 

(WM 2000-128858 ^ten&M) £fctt*©4ft#^»:f fc*l,5 0 
5 — (1-1) C 1 ~ 4 TjV^jvmt te* ?7K hT/K 

^/v*5J:tJ«**Le>©^ttaiftttfr3£S:lt!*b. C l ~ 8 T/^/>&t\ft^ 

9=-/^ cc^/K 7v\£A> s T'f/l', ^i^/K ^^i^/K ^^^/K ^-^^ 

$ *^i<DE P2f^!)j£ttlrft5Mi: Lt, W099/33794 
£LT> — (1-2) 



20 



C ? 2 " 2 -@- c ° r2 " 1 




2-5 



(1-2) 



(CH2) 



na 



R 2 ~M*tK^^ C l~6 0T/l^='^^^ *fc«NR2-iOR2-n ^ (. 
R2-10 ^«fct^R2-n ^ ^±VX7mm^tcitC I ~ 4 <DT fr* ;V 
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R2-2 [j;Cl~4©7^I/yS, C 2~4<DTA"tr~l':/& -S-Cl 
~4©7MW^ -S-C2~4(D7^=l/Vi, £fcteC 1~4(£> 
TA^t^- S — S£r^:bL. 
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15 



7i=;V-C 1 ~ 4 CDT/W^r/V-^ R 2 - 33 — OO C — C 1 ~ 4 (DTfr 



^r/V^ tfcttR 2 - 38 -OOC-C2~4(D7^=;Vi (R 2 "33 
R2-5 j^c l~S(DT;V3cJV^ C2~8©7;^-/VS, C,2~8 OTA' 



3f@(D.£AT<£> (1) 



(5) <£>ST*ff&£;ft/O^C 1~8 



(1) ^ny^lg^, (2) Cl~407/V3^<>; 



(3) C 3 



~7©^a7;V^S, (4) :7^=/l^ tLtcfe (5) l~3i@(7)^n 

fete h V y /Vsfu *^;vm-ZW. J ®k&faX^Z>'7 ^=-M 
nattO* ten 1—4 Oltt:^^ U 



20 



25 



fcfcU 8-9{i^-m^^^i-^-a-^ > R2-3{i % R2-32-COO- 
(g*. R 2 -32 tet&fE £ IWI C^?f^-t-o ) t^^WSt^!), R2-1 

(1-2) *s R2-H N R2~12 > R2-32 % R2-33 % & £T$R2 ~ & 

^©Cl~4©7M;Htft ^^VK ^ntVK A-*5 J; t>* 
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/K :*^vK ^ntVK ^^/K ^V^vK ^^^/K ^r^^/v 

l~4<DT/^=i=3r^^^ ^ h=¥^ N 3ih^^/ N ^njK^v', ^h^fc 

5 * h^v', :n}*3rV % ^HTK^iy, ^h^v\ ^^/K^iA -^^^/V-^- 
^:£«fctJ^;ft,kO^£#:£:itQfcU R2-32 rpoic 2~4©T/^=/^i: 

^> r b7^f v^i^ttib^ttMf !*U R2-2 ^fC2~- 

(DmVkfa%M9fc-t-Z>o — ^ (1-2) R2-3 ^^-f-c 2~8(OT7V 

^T^/K ^-^7 i -^J;tJ ?; etbb<^Mtt^^*U > R2-5 ^t>-fC 

15 '^v'-zK ^°^/K ^"^^/^^^tl.bO^tt^lc^L. R2-5 
^©C3~7© n T/V^/i^ £ fi, p t:°/K n :/ ^vK v' 

20 £ bfc, #3£9§£>E P 2 fWl?Stt*r^rt- %®Mk LT N EP974580 ^^a# 

(1-3) 




(CH 2 )nb 
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R3-12 g (3gcjj % R3-ii ^«fcT>*R3-i2 ^teLT, C 1 

< 

5 R3 - 2 ttTkSRJDK-T-x C 1 ~ 8 (DT;V*/vm, C 2 ~ 8 ©7/V^=/H, C 2 
~ 8 ^T/V^—Zl^ 1 ~ 3j@(^t;T^ (1) ~ (5) O^-^B^^tt-CV^ 

5 c l ~ 8 ©7;v^r;vS, C 2 ~ 8 <DT;v^r=. "^fcfiC 2~ 8 ©7;v 

^=/l^£r^;bL ; (1) ^ny^Jg[^ % (2) C 1 ~ 4 <DT fr-zi *ci/. 
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20 



25 



(3) C3~7©^n7M;V 



(4) 7*=;i/S, (5) 1 



* 

— $!5£ (1-3) 4» N R3-2 x$(D 



d^^i-C 1 ~4<DT/l^=3r/VSt 



3-ii *5iU«R3-i2 ^^j-f-c l~6<D7A**A'&kl±* ^^VK 

3-2 dS^^fC 1 ~ 8 OT/V^S t tt. *?7K ^<?VK tf;K 
/i', ^^/K ^=¥^K ^^/K ^-^^/v*3«ttJ«^:tbe>OMtt#:Srlc!* 
R3-2 ^S^^fc 2 ~ 8 (DT^^Si li, lf=/K T/n^^/K ^ 
/<yr=;K ^3ri?:=^K ^/f^ > ^-r^/Hfc i^ti?)© 
^ttfl^lcSfcU R3-2 #5^:b^C 2~8 0T/V-=¥= / a^t{^ 
^-nb'^/K ^^^^/K ^dr^^K ^~f=J-^-?V, Or 9 "J- ~ A* 
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^frbtf^ttffcSrSOfcU R 3 ~ 2 tOlM^^tJfC 3~7©^ n7/V 



££>Kl % *38K©EP 2fmm^^'i-?>mMt VX, WO2003/74483 

«bt LT N — (1-4) 



T 4 
X 4 | 



(1-4) 



"A*"i tel~2fl§<DC l~4T7^^/VSl?fi^$tLTV^•r , ^5 <tV^<^(DC 2 
~8T/V^rl/V^ N l~2i©C 1 ~4T/V^l^T*g&£;ftTV>T 1 k c }:^ 

A4 - 2 G* - I-G4-2 — Q4-3 — 

G4-i fel~2m<DC l~4T/ls*c/lsmX*m$:£nX\,^Xh£\<^@i<DC 1 



20 tfe£;h/Tv>Tt> «fcv>i»E©c 2~4 7;^=i^yS^U 

G 4-2 tt-Y*-3£, -gtl-^ -Y*-Sl -^1 -Y4-S, £fc 



Y4 «-s-g N -so-S, -so 2 -l, -o- 



fcf*-NR4- 1- 



17 



WO 2005/009468 



PCT/JP2004/010890 



R 4 ~ 1 te7k^JSCT\ C 1 ~ 1 0 TVl^/l^ £fcteC 2 ~ 1 0 7^11: 



G 4 ~ 3 



^ 1 



2 ^ tf> C 1 ~ 4 T/Wdf./VS'Ca^ £ tlX V ^ T & £ V 



D4 }iD4-i ^fc{iD4-2 £*:bU 



D 4 ~ 1 te-COOH: 



fcfi-CONR^-s SO2R 4 - 4 S&*:bU 

10 R 4 ~ 2 »Cl~i07;v^S N ^^—/t^ 7ai^PS"ea^$ttfcC 1 

~io tjv* sum, tLtifei?-?*. ~jv&%m%> u 

R 4 ~ s fefcmffi*-g.fcfeC l~l or/i^/vS^^U , . 

15 



-CONR 4 -6R4-7 ^ % _ CONR4-6 S0 2 R 4-8 & — CO — 



(NH-75/ 



-co) m -oHi, -o- (co-r^y 



— N 



H) m-Hl, -COOR 4 "'!, -OCO-R4-10S, — COO— Z 4 " 1 

— Z4-2 — Z4-3 




N 



HN 




N 



HN 



HN 



N 

. x c 

HN^ S ' 

h 




20 Sr&fc> U 

R 4 -6(±ci~10 TVi^/i^S:**? U 

R 4 -e *5«tt>*R 4 -7 («tL^MA3tbT, Tk^JDS^fcteC 1~1 0 7;^ 

R 4 "8 te^zc^/l^-Cg^ttfcC 1~1 0 7/V^I^^L, 
25 R 4 ~9 teC 1~1 OT^^r/^, C 1 ~ 1 0 7/l/n ^^Ifc^^p 
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|&£;ixfcC 1 ~ 1 0 T/V=¥/^S> 1=fcteC 1 ~ 1 0 T/V^r/l^ C 1 ~ 1 0 

5 R4-10 fj7x=/msfcttc i~i oT^/vm^mt>v, mtti*^r±2 

z*-2 it-co-i, -oco-S, -coo-S, -conr<-zi-S; 

10 -NR4-Z2CO-S, -0-^ N - S -1, -S0 2 -S> -S0 2 — NR4 
-I,-NR4S0 2 -l,-NR4"Z3-g N -NR4-Z4 C ONR4-Z6-^ n 

-NR4-z«COO-S, -OCONR4-Z7-S, ^fcftOCOO-M* 
Z^-3 teTkfffl^s C 1 ~ 1 5 7;V^r^S, C2~157;^/Vi, C2 

at 

15 ~157^=/H S fZ*, *fciiCl~107;V3^^I, C1~10T 
/V'^rJU^^rMs Cl~l 0 7/^-NR*"Z8-S, fcfcte^Z* 
ttfc C 1 ~ 1 0 TVl^/l^^r^fr U 

R4-Z1 % R4-Z2 % R4-Z3 N R4-Z4 % R4-Z5 % R4-Z6^ R4-Z7 %$&TJ 

R4-Z8 ft^tlfMSfitt, TkHfJlH^fcteC 1-15 T/V3c;vm*mt>l^ 
R4-zi ^ Z 4-3 Sf«ttb^^bTV>a^^i— /itt-^o-C, 5~ 

iZ^ SoJ^R^-zx ^ Z4- 3 ^M-^L-CVN^^il^^— ^^oT^-f- 
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^^g&fP^'T n^te, C 1 ~ 1 5 T^;vm, C 2 ~ 1 5 T;V>r~jV^ C 
2 ~ 1 5 T^^r^^I^ C 1 ~ 1 0 ^ V£ % C 1 ~ 1 0 

*5j;tl«C 1 — 1 0T^=3r/V-NR4-Z9_^g^|$^ cC 0 TA- 

^^kiltR^tb^K l~3i@©ST*BI&£*vr i k«fc<, 
5 R4 - Z9 teTfcijfl^&fcteC l ~ l 0 TVl^l^Sr^frU 

■ 

OH 

R 4 " 11 ttCl~l 0 T/l^/I^ C 1 ~ 1 0 TV^/l^^^ ^ 2 
tLfc C 1 ~ 1 0 TJV^-;V^ "^fcfi-W* " i -W 4 - 2 2 -efi^^nfc: C 1 
10 ^lOT^i'Slr^L, 

-O-m, -S-m, -SO-S, -S0 2 -S, -NR4- 11- 1 

R4 - 11 - 1 fi7Ki^JgH\ C 1 ~ 1 0 T/^^m, £fcteC 2 ~ 1 0 TiSs^m 
15 £r^)frU 

U 4 ~i }*C 1 ~4T/Vdrl^>'S, C2~4 7/^=l/yS, C2~47M 
20 Cl~47Ml/yS-i3-S, C2~4 7/^ 

U 4 - 2 ft|gA ( -CH 2 -1, -CHOH-I, -S-m, -S 

O— -SO2-I, — NR 4 ~ 12 -S, — NR4-i2so 2 

25 R* " 1 2 te7ki?f J!T\ C 1 ~ 1 0 T/W=¥/VSs 3: fete C 2 ~ 1 O T :Wt^£^ 
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15 



20 



U4-3 jj c i ~ i o T)\s*A>m, ^n^ygf, Tkmm, r^^>m. r 



5 d»6>SJJtL5 1 ~ 3 fa 



4lt 



10 R4-13 ^3J;t^R4-14 fi^tb^MteUT^ TkiSfM^fcteC 1 ~ 1 0 7/V 

#1, ^2, ^ 3 *5 «£ 4 fc£ C 1~1 OT/l^/l^ C2~,l*0 77^ 
/V 1 !, C2~10 7;^=/H, 0^107^3^^ Cl~107/V 



dr/^^-S. ^ny^^ tK@£S> -hnl, -NR4-i6R4-i6 c 

1~1 0 T/i^^^ixS^tt^^ti/fcC 1 ~ 1 0 7yv^;H, i~3i@tf)^pt 
y^M^-eg^^tufcC l~l 0 7/v^;H> l ~3l@tfVM3^:/J^T?g 



R4-15R4-16 ^X+WMZtltcC 1~1 OT^^V; 



5^, -O- 



1 OT^-ir=/Vi 



Si&^frfcC 1 ~ 1 0 7^=^^ -0-^5&X*W:&:&frtiC 1~1 0 



1 — 3B<0^tJ ^f^m^X^m^^f^tcC 1 



1 0 7/V3^^ /JW$/l^> t Kndr>>-^t?e4fe$ttfcC 1~1 0 7VV 



LEVI'S, *fcfiC2~l Or^/V-S^b51#i$tt§ l~5i@(D 
25 ^ftT^-T^J;^ 



R4-15 n R4-16 *5 t f^R4- 1 7 ^fr^mS UT, ^PjflfC^fcteC 1 

~ 1 0 T/l^/i'K&^fr U 
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5 f2C 1 ~ 1 0 TVV^Vl^ C 2 — 1 0 C 2 ~ 1 0 Tfr*r 



1 ~ 3 B<Ds^ n l/W^X 
5 It C 1 ~ 1 0 7/W =» ^Tgife $ ftfc C 1 ~ 1 0 T A^J^ bm$l £ fl 

3 i~3#i©flHfeX-cillfe$tb-cv^t> J; < > 

mi, i2, ^3, m4%>£z*m5te&*m3Lvx, —u^tcn±wmn 

ZtiX^Xh £v>c 3~l 5(D^m, -f*fcfiEiS^3lli7!J-;K * 

fcfcU E 4 ^E4-2 %mt>V, E*-2 ^u*-i-U*-2-U*-3 SS:**> 
l^oU^-i dSC2 7^UyS> *fc»C 2 7/^H^S^ti#, 
U4-2 ft-CHOH-M^^f, 
15 'u 4 "3 ;5S^&< t ^-Oto^Tk^S^ioTgia^frfcC 1 ~ 8 TATA'S 

A 4 ^ " i IrSdL^oD^ ^d 4 ~i &mt>-f-t%. E 4 teE 4 " 1 £r^:fr 

20 T 4 tfS^fJK^&r^bU X 4 ^-cH 2 -SSr*fc>U> D 4 ^D 4 "* &mt> 
U D 4 ~i ^COOHSIr^U A 4 ^A 4 "i t:^fc>U A 4 ~i ^[gc^co 
C2-87;V^wyS^U E 4 ^E 4 ~2 %%ifr>\^, E 4 "2 ^u 4 "i- 
U4-2 — U4-3 ^^t3b % U 4 ~i 1 ~4TA^l^vS : £r^:bL N ^OU 



4 ~3 asc i~8T^*si'&&mfc>1rb%, u 4 ~2 

25 NR4-i 2 -I, ^fcte^A-Tj^A-^^ib^T, 



CH 2 - 



T 4 #BteWraPSr*:bU X 4 ^-CH 2 -S^U D 4 ^D 4 ~i 

U D*" 1 ^COOHS^U A 4 ^a 4 ~2 £^;bU G 4 -i^ci~ 
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4 7M^^S^fcU G 4 " 2 j&S-O-aESSfctt-NR'-i-S&^bU 
G4-3 ^^ffciic l~47;^l/VM^U E 4 #!E4-2 

» 

U E 4-2 #SU 4 ~ 1 — U 4-2 — U 4 " 3 ^S^t> U 4 " 1 >6SC 1 ~ 4 TVl^ W 
:/S&S:bU ^oU 4 ~3 ^Cl~87;^;H^ft#; U 4 " 2 

* 

T 4 ^MW-gr^frU X 4 ^-CH 2 -S^U D 4 ^d 4 -i §r^t> 
U E 4 tfSE 4 - 2 £r^:bL, E 4 " 2 J&*U 4 -i— U 4 " 2 -U 4 -3 £r^bU> U 
4 "! 2T/V=3rV^S*fc«C 2 7VV>Jr~l':/^£r^;bU ^oU 4 ~ 2 # 

-CO-SSr*fc>-T^# x A 4 teA 4 -i £:»£&v\, ] 
10 tiltttnm&mfbtl&o 

— (1-4) 4» N Cl~4 7;^/Htd *?7K ^5vK ^ntr 
/V, -J^-sum&XXfZtl h (Dm&ifcX*h V s C 1 ~ 8 TA"*;is&k * f- 
/K ^5vK ^°ntVK ^i^/K ^-^rv^/K ^^vK ^^vV 

15 /K tVK y^/K ^>5vK ^T/^vK ^^vK S =• /K 

9* S^SSS b !), C 2 ~ 8 TjVfr— t t* N xf=- 

A\ :7"n^=/K zfT=-^ ^Vt^/K 'V/f^/K ^-^^ 

/K /n^^;K 7 s r~A' > ^^^^/K ^^ir=/K ^T^— 
20 7 ^ -fed/^^*3J;T> ^ •?^tbe>^'(4#:•T?fet)^ C2~87^ 

— /VS£f2. ?^~/K /K ^.^riX— /K 

s^zf^—tv^ ^-^^^/^jsi^tvfecoMtt^-efc t» % C2~l 0 7/^ 

oc^/K yntTn/K :^~/K -O-^—zK -^=3r^=A\ 

V. hVfT-lsfy fF7^fl/y, ^^MM^^i's ^ 
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y^W>\ ^uy, hyy^l/>\ 7" h*7 *'7-l'l<'&&&Xfi : ZtltD<Dm& 

5 — jRiJS (1-4) «*\ mM<DC2~8Ts\'fr=-l<'l/mtl^ S^KUfi* 
fc«2{@C0Hfi^^^^-t"5s xr^l/y, ^n^^i/^, ^—l/^, ^ 

* 

Ste#T?*>!K Cl~107/^afi/S^lt y h*ris, ^h=¥v\ 
=^v\ Zfh*ci/^ ^yf/wt^r^ ^.^vW-^^v^ ^T^/l^^ix, 

20 — (1-4) 4\ Cl~107/VWtIJ:it y^/l^;*\ 

h *) x C 3 ~ 8 ^ p T/U^r/U^ t te, n zfu fcVK i/ 
^n^^^/K v^n^^rvvK v'^n^^/'^/K n^^^vl^Tfo 9 ^ 
25 C2~107^/Hift, ^y^f/v, ^n^y^/K "f 9 

y-f/K ^^^y-f/K ^-^^y-f/K ^-^^y^r/K y-^-y^/K ^y 



24 



WO 2005/009468 



PCT/JP2004/010890 



15 



— ^ (1-4) -CO- (NH-T^Z 



-CO) m-OH 



£fcfi± — O — (CO-75 7 



-NH) m -HStf©7^ti:(t ^ 



MJ7'h77^ T^^v^^. ?/l'#$>Wts V^y, T/lo2c~y, t 
10 -Yi/y, ;/Vn^f^ y/V^y^ N ;*vU-=^-;/; -yvvrr;/- 



£fc N -CO- (NH — T ^ y 



-CO) m -OHS, ^fc^-O- (C 



o-r 5/ 



-NH) a -HSlcij: N 7^S«sia 0 «$ti 



— 1Bt& (1-4) ^1 N g|2 s ■£fctem3fc£'DXm:fr£thZ>— 



20 afh 77*% >\ ^^n^y^f^y, V^n-^V^:^ i/^n^^-fe 



7-77-is^ 7^^-^M/i/ % rybyty, ^t 9 
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0 [4. 4] y^^ N ^fc°n [4. 5] 7*#^ ^fn [5. 5] y ^xTJ 
>\ Ifv^n [2. 2. 1] -V7°*:/ x If^^P [2. 2. 1] ^yy-2 

■ 

fcfi^n [3. 1. 1] ^y^y, tf-yyn [3. 1. 1] ^y"* 
-2-^>\ \f*s?v [2. 2. 2] ;*-y*y % tfixyu [2: 2. 2] ^" 

— $Dt& (1-4) «*\ tl, ^2, f3, ^fc{^4^J;oT^t>$ttS 

1 ~4^<^^jg^ N i ~2m<Dmmm^r&£T$/-£tcte i~2m<z>mnm 

10 (D^JSHK l~2^(^^il^*5 < }:TJ«/-Sfc(il~2^0^ig^^P 5 il 
T y — /l^t LTfct, t:°n— /K ^ ^y— /K h y 7^*-^ 7 1 h 

tr^y— /k fc o y^i/ % t^y^ fc°y^^ N t°y^^ N r 

-£fc°y, v'Tiffy, 77 ^ ^3-7^ >\ 

15 ' y, ^bT>\ y*^ty«-;K f7^/K ^y^ry 

yyy> y*^y N y-ry-y^ -T-y^y^^-, =¥/=ari?-yy, 
yyy, i/y; 9 y, ^yy^iJ-y— /k ^yyf7/-;K ^^y-Y? 
yy— /k yn^^ x ^^y^-trf^ ^^y^-^-^-^f^, ^^y^-^ 

-^yr-tftfy, ^yy*fxt°y, ^yy^r-tf try, -O'y^r^T-^t 0 ^, 
25 ^yy7ft'y, ^o-y^r-fe? fc*y % ^y/77fy, ^-y^/^-TV-T-/^ 

/K ^yy>y7/-;K #/w-*y— /k /3-^/^y^, 7yy^y, y 
^•?-yy N ^y/77y, =¥^y^y, v^yy^-y^:^ v^j^-t 
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7 *-y-i?zs^ y ^y^-^-o, j-tis^u^^ 7xtyM)i? 

— (1-4) ck i~4«<oa[*jBc^ i~2i©iii^ 

5 fcte^g&ffrfa $ tltc 3 ~ 1 5 — ^ fcfiHii^:^^ n ir y — 

fyrvf, 4 ^y^v^s fyr/yy, hyr/y^ fhy^/y^ 
^ h^yy^>\ if7^y^ k°^y*y^>\ e?tKnt o y^ ^ h^t 

< 

10 i?t Kn k°y 5: fb7tKot°y^^ A°-t Kn^y 

5S?>\ v>k Kb t°y r- 1*7 k Kb t°y kKBbfy^ 

i?t Kn7f Ify, 7h7t Kn7f IfV, k KP7€fy, v 5 
k KB^Ti?k°>\ Th7t KB^TifkV, k Kb S?Ti£ bf:/ s ^ 
^-^r-k^^ % i?tFB77^ 7f7tKn77^ S?fc Kb fcT9 
15 >\ ff7tKnt°7y> KB^^-febfl^ ff7t Knt^rirl^^ 
s<— k Kn^-^r-fefc 0 ^ ^f7>\ ^cn^v, ^tKnft7xy, rh7 

t Knft7x^ i?tKoftfc°7^ 7h7tKnft^7^ S?fc K 
B^ck>\ ^h^t Kafxify, k KB^ck>\ s?k Ka^-^i^ 

20 ify*— /K Th7bKo-Tywy-/v wv^t/y^y) „ S?t K 
of 7 , /-/K 7b?kKnf7/^ (f7/y^y) , 5?fc Kt"f y f" 
77*-/K rh^tKa^y^/-^ W7f7^y^y) > i?tKn7 
7h7t Kn77fy, ^fc Knt^t^7y-;K 7h7t Kb 

t^rt^7^-;v (^t^ryy^y) % i?t kp 7h7t 

25 KB^-dM^y, e^t KntW7i?y f h?tKn*W7'^ 

KB^-drf-^fc 0 ^ rf7t KB^f-^bT^ k Kn^-dp-f-^tf 

* 

-^fc KPt^-ti?7f tV, 7f7t KB^^-T-^T-tfk 0 :/, fc K 
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^e/v*y>\ ^-y-^-ry^ -r^Ky^ -fy^yKyy, s?t kb^/ 

77^ t Kb^/77V s Ko>f y^yy*77V, t Kn 
^y^/77^ Kn^yy*f t7xy, ^-fc Kn^y/f t7x 

10 b Kn>f y^v*- /K t Kn^y^y— /K Ko^yyy, rb7 

n^r y^y y y\ /<— t ko-y y=^y y y N Ko7^7^ rb7t 
KP7^7^y, t Kn7^7^y> i^t Kot7f yi?y, ff7t 

15 7t Kn^ y^-y-y y-?— t Kn^y ^-y-y y % Fn^yy y, 9- 
h9 1 Kn^/y y\ /^-t KoWJy, Koyyyyy, ^ h 

7tKpyyyyy, t Kpyyyyy, ^yy;*-^-y-^T>\ s^t k 
n^yy^-^-^^ i?t Kp^7/f 7i?7, t o 7i/y^*yy s s>t 

Kn^yy'tdff y*-;K t Kn^yy^^-y-y— i?t Kn^yy* 
20 f 7/-/K /^t Kn^yy*f 77*"-^, i^t Kp^y^5^^/K 

yyr-tftry, Ko^y7*i?7f ify N x hy t KD^yy^7€t°y, 

^y/^t^t/^, s^t Kn^yy#-^lH?t?y % 7h7t Kn^y^/t 

25 n#/w^y— /k s^t Ko7^y^y, rF7t Ka77y^y % i; k 
o77U^y, i?tKP^y7*7 7y, ^tKp^yW7iy, ^ 

b7t Kc^y , /79^ f b7t Kn^y/f^xy, fc Kb 
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SbiH. *»EP 2#S&fiH4Sr%-r 5#>SC£ UT> W095/19964 
tLT, — (1-5-1) 



- (CH 2 ) maR 6 " 1 ma teO£fcte:l~l 0 ©S^TCfe 9 > 

T-fcSo 3 T?^$ti/5-fb^**yttt-t©4ft, *3«tr^ — jh^c (1-5-2) 



OH 

15 ittjjs^jf e>H« 0 

— ^ (1-5-1) (1-5-2) f\ «i#fEL&V>RB?>, 7)V* 



o 





OR 



5-2 



(1-5-2) 
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1~1 0©7;^;H?:f*L, 



5 (D&BCTfr* 



15 



4~1 0<DTP— A'g&itBfe-TSo f&fri £ fc 



5 *fctt^^©tefp*fctt^|&fp^ft:7k*SS:S:i*i-S. *©J;5**ra:, 



10 tt7x^l/T*fc*), 



— JttS: (1-5-1) (1-5-2) t*^$tt5'fb^/»'©5 , ^s «t 

&#3:L<W\ fllfcf*, (4- (1-tKB^W) 

7 ^ - - 5 -t^y^/^ n^Z/p^^zf? ^(r©te-g>W3:,AH-13205 

(Anthony T, ^ 5 */Vf^t^y^a7- • K7S'^' Ufa — 



(Cardiovascular Drug Reviews) , 1993 f& 11 



2#, p.165-179 



$^©EP 2ftWif£& : &ii't~Z>yoWt Lt, W098/28264 
^7Vy K WO99/19300-^-^^7 h }C|E^^b^#>*5«tt^ EP0911321 
20 #KjNS#^lB*fe<?5'fk-g'^^#tf e>ttSo WO99/19300 ^7Wy H-fB 
(Dlt&mtVX, 0*b<»4— (1-6) 



,6 



A 6 O 6 
B 6 

K 6 

M 6 



.6 



(1-6) 



A6 » % SO2 ISfclJCOStfe!), 
G 6 te. Are, Ar6-i-V 6 -Ar«- 2 S, Ar6- (Cl~6) 7;^U 
25 Ar«-CONH- (Cl~6) TV^l/^S^ R 6 ~ 1 R 6 ~ 2 — T 5 y 
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tti/ (Cl~6) Truism, At 6 XWM&tlX^^&T 5. / 
fcfSAr 6 - (Cl~4) T/^U>mt R 6 ~ 11 £ £ *VC V ^5 T 5 / 



25 



B6 tegf?fjl^3;fctaCHXT*fc!9> 

Q6 fi— (C2~6) TA-^r vy-W»- (Cl~3) TW^f- W< 



(buIB 



15 - (C4 — 8) T/^U^-m (witiT^U^m-i. Wi^Z.&V)'? ym 

$n•rv^5^ tfr&Zo ) x -X«- (Cl~5) T/V^-U^-m (fufBT/1' 
^^tt5gilS4^OT-C*^$ttTV>Si^^fe5 0 ) % - (Cl~5) 

1 ~ 4 T/l^/l'iSa* h m Si b t«R £ ^ 5 4 m&>TXm & £ tvT V > 3 
rt^fe5 0 ) N - (Cl~3mM -X6- (Cl~3) T/VSrl^ 



k&$>Z> 0 ) , - (Cl~4) T/ls2cls>-W 6 -XS- (CO — 3) 771"*- 



C l~4T/V-^S^e>^UT^$tbS 



4^WT-effi^^^TV^ 
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10 



15 



£r£#!fc5o ) x - (C 0~4T/V=3rl/^) -X6-W«- (Cl~3) 7* 



X\<^Z>ZttfhZ> 0 ) , - (C2~5 7;V^l/y) -W8-X6-W6- (CI 
5„ ) N - (Cl~4) T^^rU^—^-f^uy- (Cl~4) TVV^l/^ 



v mm^F * tc tt C l ~ 4 T;v^vS^ b u T iliR $ *l 5 S&S 4ft^T 



■eflHfe*tt"Cv»5ii:^*>5o ) n - (ci~4) mvy-xf^i/y 

- (C0~2) T/V^l^^-Xe- (CO~5) 771^ m%Z<D^frl 



) „ - (Cl~47;^l/y) UJ/— (C0~2) T 

/V^l/^-X6-W6- (Cl~3) TVl^W-JS (BUlB^-^tt^e^^T/V 

^l/V^fc J;t^7^ J; «9 7y^*fcH:C l-4 7;v 



5. ) , - (Cl~4) TV^^r uy-xf- 1/^- (Cl~4) T/^l^^ 

•cuife^jh/rv^ifcasfc^o ) „ */t»- (ci~4) t^u>-^ 



~u>--x 6 - (co~3) 7;^i^y 



25 e>«Eb-C51&£*L5 



Z« tt^/^dr^/W^ C 1 ~ 6 7^3 ^^*;>#^S, '7 i h7yy/V'; 
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K6 ril|Mgrg\ C l — GT^l^^ ^ (Cl~4) T/l^l^S, CI 

5 ~4 7;v^i/yf^ (ci~4) r^uyl, ci~47/^vyt^> 
(Cl~4) T/i^t^^ ^.tci-i^r^> (Cl~4) 7Vi^w>-^?&i9 N 

M 6 «-A r6-3 % _ Ar 6-4_ v 1 -Ar«"5 S s -Ar«-<-S-Ar 



6-6 



Ar e-4 — so-Ar6-5 — Ar6-4-S0 2 — At 6 " 5 



9, 
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It. 



10 ffrfo, 5*<£t&?n, ^fct^^lSfqc^s^fc^eM^Sfli^^rtt^tL^b 



15 " MIE A r 6 % Ar6-i, *3j:U!Ar6-2 ^[i^M^^SST'feSt 



(Cl~4) T/l^^ (Cl~4) T/V^/W 



C l~7 7/V3^>: 
C 1 ~ 4 T/V=i =^->^7/V^=/^ s C 1 ~ 7 TVl^/l^ C 2 ~ 7 7VV^= 
C2~7 7;^=/VS, C 3~7->^ P7^^H, (C3~7) f 
25 ^B7;V^ (Cl~4) T/l^/l^ (C3~7) ^oT^V (C 1 



4 ) T/v^7 y <i ;i/S, /Jvk ? C 1 ~ 8 ; ^ m 



(C 1~6) 



7A'$l/4A' (CI — 6) TVl^/Hs, Cl~47/^y-f/l'7^ 
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l~4 7;V3^W=/V7^;l, t Kn^-v^^/V7jN=/v^ N 

hy-N, N, N'— (Cl~4) T/^=3r/^ST*Si^$nTV^§T5 / ZuVtf 

5 N- (Cl~4) 7VV3vVT^/S> ' 3) 

;V/^J;vm, ^ey-N-^fcfii^-N, N— (C1~47;V^V) #/W^ 
A'SK V7;l, /l/2E % C 1 ~ 6 T/V^jV^^r^ C 1 ~ 6 T As 

5r}V?s)V7 j z=.)V^ c 1 ~ 4 7^^^^;w*-;^ & <5 v ^ / — N — 
^fctev'-N, N- (Cl~4) 7;v=¥^7 ^ 7 ^;V7 >f !) , 

10 Ar«"8, Ar«"^ *5 J; TJ* A r e - 5 ttfr^WmSL LT. ^iCfc^m^ 

m£tiX^Z>Jr*ymihV<te2m : £ : &-tZ>Z.kfr3bV, 

-a-^f* i m<om±\^^x, ^<DUft&-m#:m&<DW?&Kn i ^^fc«M 
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t* am £ fix v ^ w t & & <9 , 



W 31 > R6-4i N ^J^R 6 " 51 fix 
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^ h - 2 -cn^- 3 -^T/V] 'O'* ^ (£.0>ffrg4&W\ TEI-3356 £ %ffc£ 
15 *L5 0 ) **:f±-t©4ft^*f 

*^OEP 3fls»^tt£r^ri-5<&Sr£ LT, #^Bg 51-125255 



T> — «5£ (2-1 9 ) 




(CH 2 ) ng -COOR 



19-1 



19 



•19 



Y>» Z 
X 19 " V 9 V 9 ' 2 



(2-1 9) 
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R 1 9 - 2 fe T x) — sumiz it it.- 



mKndpw$/s (^n-etiw-bia^m-g-^rs^^^j; 9 C 1 ~4 



( i ) w\ ci-i2 (D&myt&tcfcftmkT u^m&mt> u x 

*fcte-CH (OR17-3) -36 (St", R19-8 fcfrmm*, &frte#Sl> 



it^u^t-cH (OR19-3) (st' > R19-3 ttKrjfiojggisr^r-t- 

(2-19) -e^s*LS<b^©5*)^ J;t)»*u<», 0j;trf (+ 

/—) - 1 5 a — t Kndr->- 9 -^y- i 6 -7^7 ^fv/- 17, 18, 
19,2 0-7" h^Z/to^n* h- 1 3 - b7^-x>i 
M&B28767 fcfc#£;h,5 0 ) Sfett-tOlft^tf fe*l5. 

25 £ btc, *mw(DEP s^m^^-r^mm.t tt, ^pug 61-249951 

t, —flS!5£ (2-2 0) 
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10 



15 



20 




(CH 2 ) nh X 20 (CH 2 ) me CO 2 R 



20-1 



20 



(2-20) 



HO 



me«2~5 0ltT'fcot, X20 f7^-CH=CH- h 

b<«-cH 2 -CH 2 --efe«9. feswi 

5 meiil~4©Itt«fco^ X^o f±-CH=C = CH-t*fc^ 

R20-1 jj (D 7l ;;H (0 1- 4 7/^1, C1-4T/V3^I, 

C 1 ~ 4 T/t'Tj 7 /v-S^ ^ ^-/P^^-Ss ^ f;P7;V7 -f ^ ^v-^ 

jiVi$s=.;V^ ^ntfl/m^f; -C0 2 R 2l) - 2 I (S^K R20-2 {^tK^J^^ 



C l~4 7;V^/Vi, ^fcte^^—A^-C&S,, ) % -NHCOR20-2 ^ (. 
4i >R2 o-2 fi_h|B^ai?)-efe5^^:«fc Kn^i,CH 3 CONH- 



^ftT^^—zi^-efc^ ) % -c 



ONR20-3R20-4 ^ (gcf^ R20- 3> £ fcteR2 0 - 4 fc^ — fl^ f c fJUfc 

9> ^n^ftTk^IB^ *fcJ3C l~4 7VV-3Vl^-Cfc5o ) . -NHCO 
NH 2 s -CH 2 CH (CONH2) NHCOCH3, £fcte5£ 



CH 2 CH(CdNH 2 )NHCO 




Y20 



R 



-CH 
20-5 



,20-6 



0-5 v/_ R 20-7 

HO OAr 20 



Kf» R 20 ~ 5 > R20-6 *5j;^R20-7 tt-ttL-en**^*^^^^ 
C 1 — 4 T/l^^/^^-Sx C 1 ~ 4 TVi^/VO* ^ C 1 ~ 4 TA' 
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- [1 (R) - [1 a (Z) , 2 0 (R*) , 3 a] ] -7- [-3-t Kn^ 

^ (^<Dfc&m±, GE63799X t ^£*L3 0 ) *fc«^om^ } f ^^S„ 
££>^, *^JOEP3^Sb?Stt^-t-§#)@^bT, US4,863,961 ^BJ 

10 — jks: (2-2 2) 



R 22 " 1 7k^Jffi(^\ bT=/K tti±C l~4 0T^^/^Sr^fc>b s 
15 R 2 2-2 n R22- 3% *3j;t^R 22 -4 f^*^, tfclJC 1 -4 ©7;^;H 

R22-2 ^J:t>*R22-3 (^i^ Y t t ^ |C C 4 ~ 6 fi© V'J? P 7^=/V 

R22-2 *5j;tJ?R22-4 ^^^x*5 £ tJ?Y £: £: {C C 4 ~ 6 #1(75 > ^ n T 

-j&5£ (2-2 2) X*7F£tlZlb<a-m<D5h, J^#£L<te, 08*.tf % 
*ffr-7- (2 0- (6- (1 n-O^/i— -4R-tKn 

^>-4-^^-lE, 5E-^^ih^^/P) -3 a -tKn^>-5 
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tts SC-46275 t ■bffi&tlZo ) tLfc\tt<Dm$mf btlZo 

££>l^ *58il©EP 3ftW}m&& : $"rZ>mWh LT, US3,985,791 #§B 

— (2-24) 




[5£4u R 24 f*7K^M^-*fcfic i~4^>T/v=3f/v^^fc)U, 

9 - T/W 3 V ^t?i- 0 

15 — jKS: (2-2 4) <£ 9 £Pi£ L < te, 00*. t£, 

9-t^y-llo, 1 5«-^t Fn^>-1 6-7x;drv--l 7, 1 
8, 19, 20-fh7/;V7"D7^-4, 5, 13-h7^~MJxy 
IM^VV-a^'TVW (Z.<Dik&m\Z, su^n^jv (Enprostil) thffiZfl 

Lt, 16-7i;^- ffl -17, 18, 19, 20-7f7//>-PG 
E 2 p« s f-?V?s;V7Hr ^% K ( ^ <D\\&m\^ iM^n * h ^ (Sulprostone) 
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— (1-1) K^ZfiZ>*LftW<Dfc&M&&Tf%:<Dm-Z, EP860430 

fr^LVMb^TfeS (5Z, 9/3, 11a, 13 E) -17, 17-/P 
^V-l 1, 1 6-v^fc uu-2 0 - y sv^xa - 5 , 

5 13 -i?^>m&£.xtt<Dmm&#)te.f?&ztiz>tiL^ mm^ 11-193268 
'Am\zmm<Djjmz z l (sz, 90, n a , he) -n, 17- 

16-i?t Ko^iz-g-^no/o^^-S, 13, 1 
9 ~ h !J 3^**5 «kt*t©ilH4, #IB 2000-128858 -§^$Rfc1B*ft©>fr$feK: <fc 

10 — (1-2) m*$tLS*3SM©'fb^fe*5«J;t5 j eoiatt > W099/33794 

— £3; (1-3) $tb 6 <D\\^mte ±0*^ EP974580 

— URtS: (1-4) s *l 5 3B 91 © *b *$ £ t* © *ft « % 

15 "WO2003/74483 ^1/7 Uyh MBMtojmtC «t 9 Mat^S £ £ *ST?# S. 

— JK3$: (1-5-1) *5«tt)« (1-5-2) fc^$tt5*3SM©-fb-a-4ft, 
«k5fiF*LVvfb^4Sj"C&S h^>^-2- (4- (1-t Kn^i/^i/^) 

W095/19964^^7I/2/ h fcUBftW^ifcte: «t «J S^afTS i t 3 0 
20 — (1-6) iC^ZtlZfc&m, X <9 0lfeLWb^#r?fc5 2- [3 
- (4-tert-y^^^^/V) -N- ( t° U 3 — - r^^/V^-/U) T 

77rn/=Jrv<| fci^nbOKi, W098/28264 ^< 

K ^^099/19300-^-^^7 1^^ K *5 i t>* EP0911321 -^JOT^SE 

25 — ^it (1-7) C/T $ii5^#)*3 j; ^©tl* , W098/58911 

(1-8-1), (i_8_2), *3it>* (1-8-3) (C^^n 
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Ste-g-^U fSXTfi^ttibtoMtis US5,698,598 #9!*|B#fc:fE*S©;frfeli: «fc 0 

— (1-9) ^StbS-fb^^.fcr^tt-tO^ri. US6,376,533 #M 

5 — ^ (1-2 1) fc^ftSffc-g*^ J;0&*LVMfrg-*BT?fc5 [iR 
[la, 2/3 (IE, 4R*) , 3 a] ] -3-fc [4-fc K 

iy^ P^^^^-^-T"^^^ ^^-/V^^x/K (2R, 3R, 4R) -4 
-tKn^rv—2- (7-fcKo*Wf^) -3- [ (E) - (4RS)- 
10 - (4-t Kn^i/-4-^f^-l-t^f^) ] yy^ 
fcimtOlli, US4,132,738 -§-M3»#K:|a|ft0^jSfefc «fc 9 Mit-f-S ^ 

i 

— (i-2 3) M^tL^Mb^K it)0*uv>Yb^4fij-c*>5 (+/ 

-) -15-f^V-16-o, j3 - t Kn^- 1 6 — PGE 
15 " l^/tcn^/K *5 «fc Xf^tl h <OW&, US3,965,143 -3§-BJ$B#{£fS^<E># 

— ^ (2-10) {C^^ttS^K^b^, J; t>#*LWb-£4ro*> 

-511a, 15a-^ b^i/-9-t^y7'n^^-5Z, 13E-^i 
^> fe-fct^ftb^ifcte. W098/34916 f^7I/? M^fBifeOO^g;};! 

20 J:5K3fii-5ii:^t?§:5 0 

— jR3$ (2-1 1) fc^£;ft£>fb#^:&«fcT«<Z>i&te:, 7-215929 

— i&iS (2-12) fc^$n5*5SM©^4fe, «fc 9£?£bVMb^T*fo 
5 2- [5- [2- [N- (v^oc — j3>V^=£s(;V\ -f- 

25 -7$ Wy- 1 -4 ffl?H*5j; WtOttLtt, 4$M¥ 8-239356 #>&fftfc: 

Etto^feli: J: 9 JKtrr 5 rims, 

— ^ (2-1 3) iZ7jk£tiZik&%)te i tf-t ©jfitts WO97/05091 
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—m^. (2-14) fcTjkZtlZfc&VB&ZTJ^&m^ W099/25358 ■)§■✓< 
— (2-1 5) ^ tl <fc D 5 ^ ©ttt, #5fl¥ 11-012249 

—W&Z (2-16) K:^$tt5^#)*5J;t;^(Dl(i, #|H§¥ 10-168056 

— ^ (2-1 7) fc^$tb5^^l*3j;W^« % 7-233145 

io —^(2-1 8) \£w;£tiZ>4k&m. J:t)0*bvMb^-CfcS5- [(i 

S, 5S, 6R, 7R) -7-fcKPd^>-6- [ (E) - (S) -4-fc 
Kndr^x- 4-^^/1^- 1 -j>r#*r=-;V\ \?%/?xi [3. 3. ,0j Hr9 Y — 
2-^^-3-^/1^] SSiWttej©^, US4,692,464 #W 

15 " (2-19) t^^n^-fb^, J:«9 0*bVMb^t?at>-5 (+/ 

-) - 1 5 a-fc Ko^v^-9-^-dry- 1 6-7^y^riX- 1 7, 18, 
19, 20-fh7/^7 1 n^h-l 3-b7^-xyt, *5 J: t^ttl/ b 
©«£tt,fl«BS 51-125255 #^#Kl1B*i©;frifcte: £ *)W&tZ> £ t &X*% 5 Q 
— ^ (2-2 0) J:«5«F*UVMb^-CS>« C1R 

20 - [la (Z) , 2/3 (R*) , 3a] ] -4- H^;V-7^/) 

/U-7 — [3-tKo^>-2- (2 -fc Kn^ri/- 3 -^^/^^^n/K 

#hbs 61-249951 ^#^ia«co^fe^ «t t> aafrra - £ 5 0 

(2-2 2) I^^HSft^ «t5 0*UV^^t?&5^^/W 
25 -7- (2)3 - (6- (1 -t/Zu^^jV-'i ;V) -4R-tKn^- 
4-^f;V-lE, 5E-^^ffe/v) -3a-tKn^^-5-t^ 
y-lR, 1 a-v^n-O^/V) -4Z-^7^ *5«tt^-ttbb©*|[ 
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10 



tts US4,863,961 #0J|ffl»}C|5^^^{C J; V) % 5„ 

(2-2 4) te^&tL^frg^ «t«5^*LVMb^-efeS9-^- 
=^y-lla, 1 5a-^t Ko^'>-l 6-7i/^-v'-l 7, 18, 1 
9, 2 0-7h7/;^O7^-4, 5, 1 3-b9^- hiJx^f 
5 /V:n*7vK *5 J: t*Er*l US3,985,791 #PJ^B#^|B«feO^}C J: 

LTl^o />/i<iW^!Jy (integrin) mRNAM 7T>f 

15 (fibronectin) mRNA^> t-f^^Dl (cyclin Dl) m 

RNA ^ myc-associated zinc finger protein (MAZ) mRNAii, A 
P 2amRNA»L<ftl 4-3-3 ymRNA»m 
*^;*-jK1^1' (osteopontin) mRNA^^<^^J{i, E P 2 *3 itV^fc 

»e p 3 ftW}fg&*m-rz>®ig: ic x z ±&ftm tm< ten ut*j znvb 

& o T s tftRftftlC «fc 5 fc^«^-eOm R N A^^if^^ fc 

SEAPTyt^) % DNAW^n7K& RT-PCR^L<tt7 
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10 JfeltmiESiffUl te, E P 2:}oJ;UV / £fcJ3:E P 3 f^K^ttSrW-f-^^K^ J; 

^fe, ^^1)7^ (£IT, BrUi:|Stt-r-5o ) ^ait!lj;S^ife, LD 
yM'MtSm *fcf*-r h7'/ y (M&tf, WST-8, MT 

20 *^OEP 2:fc5j;lV'&fcteEP 3f^lb^tt^Wi-'5W^a;-5©C'fr^ 

fifemftmn. itmto<omi&&itiimk<omM¥toiffifr&<>xm6^z - £ 
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&.mmm, sfe#$sw^4u BWtoiwKfbi^ fttt^Mi 

15 "tiffin tiF^^A-— 7\ yi£J:££M& dr—x"?>^^— #^lt % 

©*#^(EJif^ffi, ^-B-iBiisiimieji^ffl, ttfl-iBBja^biSjif^ffl , 
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mvim&mi&teb'&m^z^ t&x%, Mtfcma^ t ■ 
bp- 10029 T*w.m&*hzmmwx»hz> 0 m%®}&m%, 2003^6^120 
305-8566) . miLn^Amm^mm^mwwf±^9e±>^--^^ti 

(gf6#-5§- FERM P- 19393) s 2004^5^27 BttX\ IS^ffc^W 
15 " 5 (IS^f£#^- FERM BP -10029) 0 
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te, tvv# y &m (# y ^ h y ? ®au t/w# y ±m^JS (# 

TS>\ by* (fcKn^v^^vv) T^/^^V. y v 5 ^ 7VV-=¥~>\ • 

^ ^#>xA'tii>Wti&.> s<-y J £i/*;\''fc-ymM.^ Y 

15 'A'X.^XA'ifrl'W&L* -Y-fe^-i'IfeifiU ^^n^ i/zvavifeittroj: 
20 ^fr4fe#aStf fcttSo 
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y n?*^;* h y i/fc^V^, ^tbf>O^^^V^. GB1351238 

mmm, tit^nm 1419221 ^mmmt&m^m^m^^^ - 1 v , n 

I&A— Afefc«9 N 1IhIICo^ x 1 g^P> 1 0 Omg <D$&mX\ 10 10^ 

bmm$i-%-£fri2>o ^P^O#^fis J$A— Afcfc!9, lHJK:o£ N o,l 
n gfab 1 0 m g <Z>$£|S-C\ 1 0 1 m^bifcui^^tt, ^©^iPiS^ 
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#38 93 J&^J ir fife. tf>^r!l #J 31 P <D 
10 t.ti%> 0 

25 ^n— x. *j?y if=/vtfn y ^ * tr^ mr/v s: % 
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Itjj^J (tf?y ^n^i^^y a- ^ % t°i/>-^y =3— 7 ^ ^Vw* * >^ 7- 

— J^y tf=/wfc;"ny KV, ^ ^^^Tyl^$ ^^-^>/^iyr> a^) s ^ 

20 , m$R#J (^77!)^?^^!)^) % ft-^j ( fc Kn^i^nfc 0 

tff^i^^vMr/UP— * % jj? y ifii^r/Ua— /K > * *s & ^ t?T— 
13^) , ttmW&M (>f;vzi~- * N :7/i^ 3^y 
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■ 

m vtcm&m'g: iz.rn.Mm (7^b— /k x % 

/Hr/i/d^, #?y tf— /nfn y Ky, ^^^^^Iv^v^a 

k Kndry7 > of;wt;i'a-^ > fc Ko ^S^n fcVM f/Vt;vo- 
7.7^1/-b^) -e«E«UTV»-Ct>J:V>U -&tc2£l±(DmXWimi'X^X 

25 t «tv\ *fc, >&mz.j&cxftmistiz>ffiffim, fomm, m&M, wm\ 
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«QWtt, MM, OMbfflL ?Ub£0, -M-^J. Mgg % 3Sr«3W % - ftftftU 

&&n&j><Ditit><Dftmm<DMmz.tti, mz.&, ?Am, ^y- 

* 

%W5^ M&BtoWt^x^Ar (7^t>i % ^y^^^ % 

=f-/u^s) N (twin, ^-y— ^i^tf^ffl^) , 

25 *\5*tB&Jh«d» £>31tf*i,5 % fete 2 a«_h*jS^. LTJ^ bfr% 0 

tsbic mm* mm. smim* wmsm. mm%m*-ts tvx^x h & 



15 
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m 

10 -^A/-ev^T^J;v\ 

m±mfrbmzti%h(Dm&tLtcn2m&±%m&vxm^tbti5 0 £ bic. 
mmmM LtMat £ tiz> 0 m^m^m^h z> wzmn&m £ fix v * 5 % <d 
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* 

5 tftbSo ifc^lnfcU ttJiB. ftftim ^*#^J, *^*t|5&Jh 

•&^TUTV^Tt>J:V\ ^©^jfefrScWu iitJ US2,868,691 -i§-PJ!$H 

#*5 ±tf Rl* 3,095,355 *W*W*^b < iB*££*VCV^ 0 

m (f/i'f^i/ms r^^^^m, ^yy;^-b8o (straw) m > 
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&mmm*, •^tc^m^mm^mvxmm'r^ zthx%% 0 

>m) , m&m, Mffiimi (v^m-r h y &m~r v v t &m) , mm 

zxmg.miR^xmm£tiz 0 

25 h® x ^y^vy^^^/K ^y N:fcj;t^Ky y^ga^f 
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5 mtvk #!J /3-fc Kn^gfflt *!) MJ^^i/^t-K #y^ 

fcfem t&lB^ft:F^®iiX'|4^^^m'a-#>^ 5 l z ^^^ft{i^) 
2,000~^J 800,000 <D % ©£503: U < 5,000~^J 200,000 # J: ?) Ll\ 
15 " # y fUgtd^T, ^©Mft^^ftfi^ 5,000-^ 100,000 fcCD 

^4t<, £ fe «J 6,000~$f 50,000 3»#*UV\ ^y?L^«, ^ngf£ 

j&Jfcfct&ji o o/o~^o/i o o (w/w) stofc®, J:^0^L<« 

20 ^90/I0~i3 0/70 (W/W) @ tttCJfcCTJBV^ £ 

T'£3 0 ^ffl-TSfL^-^y 3-^*S^©fi*sp*&^jF-*f4#5j 5,000- 
$J 100,000 tfW* b< „ £ fe^J^J 10,000~^J 80,000 bv\ ?L^-^y 
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M5 0 k g) ttltl 0.001m g^fe, 5 0 Omg^ b 

15 < te$J 0.01m g^b 5 OmgSrljlP^^V^b3^7^{Cl|lI^#-ftt^J:V\ 

20 tizmmt Lttt, Mx-ft, fc&m^Tuj km (en*.^ ^kK=/n^ 

, ^td^ Kttm^tfratM mm* -y^k^^^v, ^ P 7xt 

% KTAsUZsWiSm (Mill t7/H3y»t h y t?A) N Jcfcii 

gf-/3) , 4 > * v >mmmm* (igf-d % 

H^- (bFGF) N _h&Jf5ji0^- (EGF) £ >f y ^ 
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(gh) % •^ta-isk^m^MmMm^ (pdgf) &mfbti 

fc«fcv\, 0ij^fi, (iiif, jgftK 

maim % mm (tK^j, hmau ^y^^aim $t 

20 ft a. 

#3§0JteE P 2*5j;tf/f:fcW:E P 3 f^ibSttSrWrs^S^r^^i 
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^m-W'WmmkWX-^-E PM© in situ W ]) ?4 > 3 ^T*fe Y) % 

5 (b) RT-pcRoi^u i r* t b mm^'wmm, 2fcthm 

&&-to (a) f«#||3git^^ (b) fj:#EPM(DRT-PCR©g 

10 0 3f± x MM 2 fttttffiOtf Sf ^# 5 aiiaiifetT^S, (I) 
{»#2 0# % (ID l«2 10|OtttT«fc^ (III) 

15 *P*fttJl^5^S:^i-^97-e*>So (a) (i#EP7^f©^i 

P<0.05 jKW-W^ntHSriS-t-o (b) ttEP2 7^h©j 



MM2|!tttt{^(t5 E P 2 tfcH:E P 3 7=f=^ Mc«fc5 
5t^^^«lORT-PCR(75^^i- 0 ( a ) fifg^iSatit^^, 

20 (b) ttmMmm&frm. 

H6t±, hKSP$fc#^J##m^*55t^EP 2£fcteEP37':^~^ 
hfc^aate^^ttORT-PCRO^Sr^-f-,, (a) «^^<E5t5t 

(b) \&mmbmmte*m 0 

25 S&*Sr^-t-^9 7-c*>5„ 
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%^~to (a) *5£Tfi (c) ttflHKESL (b) *5±t^ (d) f±!B«2 1H 
"&0>HU (a) *5£t>* (b) tt^h^'Vyy-xt^Mft, (b) *5 

So (a) ttnybp-^ (b) &EP 2 7=f=7 b (l ^M) *Qflt % (c) 
f4EP37^f (1/zM) a&flMfe-CfcSo 

10 

15 " £fT&ofco 



HJ£0!ll : 

4M§pp 5 Z{K^rt7^ (Tukada, T, $r^^*?—ls (Oncogene) , 1992 
3 s , I8t, p.3313-3322) ^fe»^bfc^j^fej;tfjffi#©tt#j(ia»*jttl 
20 0.1%3 7^-ffMLfct, DMEM/H a m* s F 1 2 (1 : 

i) mm ( i o % * ^i&iijfiL» (fbs) , m&yows (OT. DMEM/ 

Ham's F 1 2 ifc £ H^iai" 6 „ ) ) }CT^# 5%C0 2> 3 7°C, 

b 4^ HB o IrI iMi A3 ^ d> &4fir^JNif^^F^«rfT^v^ H @ ^ te # -!§- FERM 

25 bp- 10029 xmwiis ti z&itMWMM a 2 &mmistc 0 m^wmsmn, 
&nrmmmm**&m.vx^tc an2 ( a ) ) 0 smm^b-c^ 
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t\ Mffi&'WmMt LTO^«£^LfcMT*fcofc (H 3 (III) , (IV) ) „ 
£fc, EP 2*5£tfEP 3, ^EP3©7>fy7t-A|C|iltli7 7t 
-i>.&3§mLTV^^ btmmZtitc (B2 (b) ) , 

5 t ^jBi##M(Dfci?). m±mm%ftteotz.3£ l 

10 Ht&#!2 : 

#$CMM&£3 X 1 06 o OmmJgtf^ y ~ <£>$BJM 

(5 juM-TVKp^Wg-) b/to il^EP 17^=7 hkhX (17S) 
-2, 5 -^c^y - 6 -^-^ry- 1 7, 2 0-^f;V-PGEi, SJR^IE 
P27=?=7htU (5Z, 9/3, 11a, 13E) -17, 17-7n 
15 */V-ll, 1 Kn^^-9-^oo7P^^-5, 13, 19- 

hV^^m, ii^ftjEP 3 7^ biLtllo, 15a-^ h*->- 
9-t^y7'n^^-5 Z, 1 3 E - ^g?$5 J; t^3i|R#J E P 4 T * 
h^L-Tlla, 1 5 a-^t Kn^y-9-^-^y-l 6- (3-yh^ 
yyf/l/7x=;l/) -17, 18, 19, 20-ff7//V-3, 7 

20 yfviy^ J — l 3E -^y^ (/MHlp n n IiJ; «9 A^) Sr-^fr-eft^n U 

7 2 bfCo 
i §-©:#/»^5 Omg/m 1 7^ =>;nf y^^DMEM/H a m' s F 1 

25 2^^T^m*«r^^bfc 0 ^mmmmn<o 6 0 ^^it±«m^fT^ 

2 0%*;^7^ftKf@fU ^77^yMLfc 0 ^ tf> 6 // mM^Yx 
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z^-? h^-z/v (o.in) mmmwtfbzwz o.i%r/v^r>zf 

^— (o.in) mmm&Kx$k&u yt^mm^xmmvrc 0 

* 

5 &r£-r & ^M'W&tyM UOCT (optium cutting tempetature) compound 

1 proteinase K (Dako Cytomation §£) X*fflibVtc 0 fNggLfc*7^ 
Ifg /m 1 5 '- F I T Cm^* F^^s^ *7 ]) ¥4 -t? — 

10 Issls^mW (Dako Cytomation $g) iuIftL, 6H#RU 3 7°C~F-efi^}£ 
-C>T ^=¥~-<- b Lfc 0 giTM bfc^HI^-y ^ K^n —-f(D 

* 

E P 1 T^-fe^^ ; 

5' — ACAGTACCCTGGCACCTGGTGTTTTATTAGC 
15 CTTGG— 3 ' (@B?(J#-?§- 1 ) 
EP27yft^ ; 

. 5' — AAAGATTG T G A AAG G CAAGGAGCATATGGCG 
AAGGT— 3 ' (@E?IJ#-i§- 2 ) 
EP37m^ ; 

20 5' — C AG C AG AT AAAC C CAGGGATCCAAGATCTGG 
TTC AG— 3 ' (M&m^Z) 
EP47yft^ ; 

5' — GGAGGAGTCTGAGGTCTCGGAAATTCGCAAA 
GTTCT— 3 ' (IH?U#-8-4) 

25 ^ 7 V y 3 „ Stringent Wash Solution (Dako Cytomation 

U) tt^L, ^V>T, ^IJ-^F I TC/HRPfctft: (Dako Cytomation 
SS) l^tt 1 HtWKJ&^iirfco ££>J^ Streptoavidin/HRP (Dako 
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Cytomation M) fcKJ££*fc8U SfffeS DAB choromogen solution 
(Dako Cytomation M) LT N ^r^vW&l&ffl Lfc,, 

S^mbTV^riaSflJBJLfc (HI (a) ) , 



'MM 5 : 

#ife'MJ!&3r 3X105 #1/ 1 0 Omm^lf^ v ^O^ejJ&^T^* 
Zmi&l^ 2 0|fej;t)«2 10it s tth^tKD h-^MNA^: Trizol 
Reagent (Life Technologies $SD U ^tt^/^BJ^t^lM Lfc G " 

10 RTSfe^ ffigbfc h-^;VRNA 1 u g £M£,EU RT-PCR kit (Life 
Technologies®*) ^#^ffiS&^}c^V^^ofc 0 PCRM, RTS 
n 1 3r^£?2 5 ix 1 (2 0 pmo 1 -fe^^^^^,-^— % 2 O p 

mo 1 T>-^-fe^^^^^^— x 2 5mM Mg C 1 2 ^ 0.2mM dNTP, 
lunit rTaq polymerase (M^WM) ) cp-CfT&ofco PCRH^ (SiStt. 
15 H#rKJfr£ 9 4 < CTT?5^fr^V\ SkT<DKm* 350 (^tt^^r 9 4°C 

Tt'lM i/?&.fo*7 2 < CTt?l^*3J:t^#«KJ^ ; Sr7 2"C 

TX*7frm) fr&5o ) fit* Gene Amp 9700 (PE Applied Biosystem §g) £r 
mm LT?Tft o fc 0 £U:G9R T - P C R {C^ffl Vtc^9 4 ^-cDia?iJ££*T 

20 EPl^V-; 

5' — ACCTGGTGTTTTATTAGCCTT— 3' (IS?lJ#-J§- 5 ) 
5' — GGCCGCTGCAGGGAGTTAGAG — 3' (IH?!J#-S§- 6 ) 

5' -CGTGTACCTATTTCGCTTTC-3' (IB?lJ#^§-7) 

25 5' -GAGGTCCCACTTTTCCTTTA- 3 ' (S3?lj#-i§- 8 ) 
EP4/7^^- ; 

5' — CATCGACTGGACCACCAACGT — 3' (SB?lJ#-5§- 9 ) 
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5' -TCTCCTTTAACTCCCGGGCGA-3' (IB^l 0) 
EP 3 a&£~&EP 3 frzfyj-*— ; 

5' — CCTGGGTTTATCTGCTGCTAAG — 3' (IS?I]#-S§- 1 
1) 

5' — CTCGGTGTG T TT AAT G GCAAGG— 3' 1 
2) 

EP3 77*7'{v-; 

5' —CCTGGGTTTATCTGCTGCTAAG — 3' (IE?!|#-S§- 1 
3) 

5' — CTCTGGCAAAGACT C A A AAT G C — 3 ' (gB?IJ#-5§- 1 
4) 

i * 

5' — AAG AG AGGT AT C CTGACCCT— 3' (MH^J#-^15) 
5' — TACATGGCTGGGGTGTTGAA — 3' (gB^J#-^- 1 6 ) 

3(Dmmmm&titc mi (b) ) 0 

20 : 

£ 1X10* 4 ^/Mta^ y^^-<D»^T'^ 

(O.lmM Tr i s/HCll»^ p H7.2) X^M VfcmMf&feM±m& 
25 ff^fSf b L"C„ c AM PTyt^f^^h (Cayman Chemical Company M) & 

MM A 2 2 !E*S4>#E P T =f-^ h U &BJ§&I*1 
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cAMPiWM-tZZb&Wmvit (E14 (a) % (b) ) o 

^jp*? <tt^9 0 0 mM(D Jtfi^ (InteliGene Mouse CHIP ver. 1) 

^16^2K:^Lfc-ttL- ; etbO»^EPT=f— ^ h (l^M) #ftTfcS" 
10 V^f^^#^T©DMEM/F 1 2^1 (5 mM-T ^ ^^y-^f) tp-C^C 

-^/VRNA2 0^g^iiiU, 400U M-MLV®^ii^i 
T?C y 3 y 5 - d UT P (Amersham Biosciences M) St^WC, 

S3fecDNA^n-^^Lfc 0 

15 KI&MWffl. ( 6 X S S C/0.2% SDS, 5 XDenhardt's 0.1m g / 

±^jKybtttt, 6 5tit- ufe^>r ^y mx?^ k 

^t5 5°CT-C5^P H l N 2HI, 6 5°CT-e5^-^, 1 ®, ?5fe^ (2 

XSSC/0.2%SDS) Ti5fc#U MTT' 1 ^Fl, 0.05XSSC 

20 ^t*j!fej#- LfCo ^y^f-i/g >-^^/W2 , A£fymetrix418 Array 
Scanner (A&ymetrix §SD "eli^fbU ImaGene software (BioDiscovery ffil) 

fc-cflftfLfc. ^l!)«^$^ 7 t^at^^ ^ -{^:ov^T^ rt-pcr^c 

t^^^DU MAZ N AP 2 a*3,fctfl 4-3-3 Y tf5?fef& £ *tfc (EI 

5 (a) ) 0 — 383Ba J iftT*r«at^4: LTt^f^yfyfe .fctflvi 
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g p amis $ (as (b) ) o &it, * hMtb&mnftmmitomKLis^ 
xhmm<D^mmhtitc (ge (a) > cm ) 0 

5 flOSif 3*i&t£tt % BrU labeling, detection kit (Boehringer Mannheim 
GmbH M) *&.m bfc B r d U#&T y i?-T bfc c 

a&dPb-C. 3 7tK-^lLfc 0 £ fbd, B r dU (fUtl 1 1 0 /z- 

10 M) tit>R:8lHfflJ(fiU W*yho«#RW»©*ftl!:J:!l; fft^^i 

15 

2Ufe0!l9 : 

Lfc 0 Pl^Jfrfr*- DMEM/Ham'sFl2 ( 5 m M-Y ^ S/^sfr) Klft 

20 ^J6M2|B^cD31^EPT=f-^ h (1 0 M M*fciil /iM) # 

fctWM&flMRS: Image-Pro Plus software (Planetron «fc o T$J^ U 
fco/c (EI 8 ; Eltp, S^^^7^f±»g|g^ Fcfe^^teE P 2T=? 
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~* h (i hm) m&y^^teEP 2T=t=.* h (lo^M) mm 

MMffl 10: 

5 v >mM$i)fte, mmm s m^mmmmmm^ togs, 701, 

1 4 0 B*5j;t^2 1 0 n\Z.m$£Vtc 0 #tJK-«> EDTA (10%W/V) 
}£T 7 BPM^BKU 4 /i mm® frfc* ? 4 * bfc 0 ^? h =3f > y ^-j^ 

10 #U ^ny^^M (Dako Cytomation M) X^u y ^^^ftLKSrfrfto 

fto m^x, fopcNAtfuk (mmmm; 5/i g / m i) tth^4x:rx 

—ffi.4 ^ h U LT> ENVISION Polymer 

Reagent (Dako Cytomation $0 St^LT, ^?1.TT* 1 ^SJ^^*fc 0 
25fc?^K 3,3'-diaminobenzidine tetrahydrochloride (Dako Cytomation M) 

m^f<Om^ 2 fBg^iliRlft E P 2 7=f=7 h^fcfj:EP3 7^ 

~* hmmmizteiirzgjgkAsmMx&^tc mio (b) ) „ 

20 

HJfcMl 1 : 

25 (EI11) o ^©i, 2 S 4*5J:tj«8 51#{c: % |?3 §B®5 ^a^ftj i£ 

^ U# P C N A^fefc ^TUNNEL £ o 
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'31 : 

• (5Z, 9/3, 11«, 13E)-17, 17-/0/V-11, 16- 
i? M Kn^^-9-^Pn-2 O-y/^n^^-S, 1 3-^^^ 

5 g " 

10 • ^/^^r^^^/l^-fe/Un— ^. iojVi/^J^ 20g 

•^r7yy^v^^i?A log 

• 1)&i$BiIlir/l'tt— ^> • • • • , 9 2 0 g 



1 To^-f T/W^* L> 3?2feiC <£ 9 1 >*>f T/^tp 0.2m g (Dfe 

*• (5Z, 9)3, 11a, 13E) -17, 17-/n/V-ll, 16- 
fc Kb^^-9-^pp-2 0 — / n ^ ^ — 5 , 1 3—^3^^ 

20 ^ 2 g 

• ~* >=■ yh 5 0 0 g 

1 OL 



25 &T<D&&&&#m\Z£*)m(&Vl£<Dlb* iT^LT, 1 M 0.5m g 

•lla, 15a-^ h^-9-^y7P^^-5Z, 13E-i>x 
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IS 



5 g 

•^M^-^fyVt/l'D-^ XuUi/tyA, 20 g 

• ^77 y f&rr?*i'9J» 1 0 g 

• M^t/HJ- y\ . . . , . 9 2 o g 



»JM4 : 

10 -11a, 15a-^ f^-9-^y7 P 07^-5Z, 13E-^x 



2 g 

. ^^cns, h ...... 5 o 0 g 

• SWtK 10L 



15 mm±.<Dmm^m®i 

• m^mm. *fc#3sw*£u & 

teffcJHSMtJSifc, &&&Hflf&. tfc^&Wgfilfc, ^tttxUrvh-^, 
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ft 3ft £> $£ m 

1. EP 2*5«fctJV&fcf3:EP 3 {mmfe&ft-t ft k tt 

5 

5 . ®c#M^#ffl^iT-fc 5 Rossis 3 mm<D^-wmmmmmmm 0 

15 

fete 3 ISSO^#B3»^mf&^!lo 

20 

25 7T^yfymRNAMffll»bI^$tl5- E*±te3£<5< tfMBTfcS 
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# 

* 

. * 

1 1. EP 2*5±r^/*fcW:EP 3f^»»tt«r^ri-S4fe«Sr«#-rsri 

15 

i 2. ep 2*5j;t;/^fciiEP 3ftmm&&^i-z>mw&mij\i-rz>z.b 

14. E P 2 f^ft?SHfeJS:^i-S4fe|Jf EP860430 ^WBWfcftM&tlltlk 
W099/33794 f/<y7l/y I> i^WM^it^^, EP974580 -^KiM^ 
IB4fe©<b^4fc^ WO2003/74483 7 U-y h ^lEifc^b-g-^ W095/19964 

25 4§v? V7l/yf iCBE^<^Yt:-a-#>, W098/28264 > 17 1/ -/ J> \£tiM.<Dft& 

wo99/i93oo#^^^i^5/ y\z%£M<r>fc&m, EP0911321 ^nwm\^ 

M.<0\\&m, US4,132,738 #M3BB»JJ:|B«iOfls^4fe*5 J: US3,965,143 &m 
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15. (1)(5Z, 9/3, 11a, 1 3E) -1 7, 1 1, 
5 1 6-^fc Kndf^-9-^PD-2 0 -//K/p 5 , 13-i?iy 

(2) (5Z, 9)3, 11a, 13E) -17, 1 7-/P/V-1 1, 16- 
i^t KP^i/-9-^DD7 p n^^-5, 13, 

(3) h 7 - 2 - (4- (1-t Ko^r^^^) 7 ^=./V) - 5 — Jt*? 
10 yiX^n^V^V^^^i/^ 

(4) 2- [3- U-tert-^^vWO-vW) -N- (fc° U 3 /V^^ 

(5) [1R [1 a, 2 0 (IE, 4R*) , 3 a] ] - 3 - fc Kp3^>-2- [4 

-fc Kn^i/-4- (1 -zfvx fcVw>y ny^vv) - 1 -7 f ^-;V~] -5- 
15 ~ 3-*cyiy? v<i/#z/— ^y?:/^ y^vl^^TVK 

(6) (2R, 3R, 4R) - 4 — fc Kn 3ri/— 2 - ( 7 - fc Kn df-^^^^/k) 
-3- [ (E) - (4RS) - (4-t Kn^y-4-^f;l/-l-^-^r 

(7) (+/— ) -lS-ft^-ie-a, 0 -fc Kn^ix- l 6 — * <f->V 

20 PGE 1 ^f/kx^T;^tl^$tl5-^±(Dft^T'fe5M*0|SBl 
4 IBm^$fe#M3g^m^»Jo 



16. E P 3 fWHSttSr^Tt- Zm'g-iiK W098/34916 ■!§•✓< V 7 h MIB 
M<Dfc&m, #§S§¥ 8-239356 ^#(d|B^©{b^s US4,692,464 -^-PJ^ffl 
25 fl^fE*fc<ZMfr£-^ #|§BBg 61-249951 &£MlZ%BM<Dft&«fo s US4,863,961 
f§rm®&&fc%5.$&(D4k&®3s£.Tfi US3,985,791 ^&B#l£fE«Mb^«>feji 
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17. (1)1 la, 1 5o-^ h^^-9-t^yyn^^-5Z, 13 
E — i^=c. 

(2) 2- [5- [2- [N- (^^xvl^^vW) #/W^xf,i/) ^ 

(3) (IS, 5S, 6R, 7R) -5- [ 7 - 1 Kn dp~>- 6 - [3 (S) - 
tKB^-S-^f/P-l (E) -^^—/V] IfV^P [3. 3. 0] 

Y- 2 -xy- 3— <i}V\ ^^V^, 

(4) (-) - [1 (R) — [la (Z) , 2)3 (R*) , 3a] ] -7- [3 — 
10 (2-fc Kn^f-V- 3-7aiy df-^nj^df-^') - 5 — Or 

(5) ^^/1^-7- (2/5- (6- (1 -i/^n^^^/U-^/V) -4R-t K 
n^>-4-^fyV-lE, 5E-^^ti?x=;V) -3a-t Kn^>- 

15 5— ^-^ry— 1R, la-^P^yf/V) -4 2-^7^ ifej;^ 

(6) 9 -3r*y- 11a, 15 a--^t Kndf-V— 1 6 —7a^J 1 7, 

18, 19, 20-fh7/;U7 , n^^-4, 5, 1 3 - h ^ h y :n 

20 

18. EP3tfsft?gteSrW-r5*&Ras, 16-7x;^- w -17, 1 
8, 19, 2 0— h7//V-PGE2^f^/W7tt5 K*fctt-£©iltt? 

25 19. li^<E>^ffl 1 fB^©®C#g|^^^IJ<D^ ? y — ~^yjjm o 
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m 4 

(a) 



*p<0.05 




i>h7£v> -++ + + + 

73^Xh(10 6 M) - - EP1 EP2 EP3EP4 




0 H 1 1 1 1 1 1 j 

-f>K7$»(5//m) - + + + + + + * 

EP273*z^h - - 10*" to- 10 10° io- B io- 7 io- e 
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(a) 



+ 



+ 



(b) 



+ 



+ 



+ 




4 >K *$V> (5jiM) 
EP27U ^XKlt> 6 M) 
EP373^Xh(10 6 M) 

MA2 



AP2 



Of 



+ 
+ 



14^3*3? 
0- 7$f > 

EP2 73^H10«M)" 



MGP 

P-7*f^ 
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(a) 



+ 

4- 



(b) 



+ 
+ 



4- 




EP2?:fzxKia 8 M) 



77*7*0*0* > V+ 
7U > V- 



MAZ 



AP2 



14-3-3? 



EP2 73-Xh(ia 8 M) 
EP3 73-XK1Q e M) 



MGP 



P-7£?> 




6/10 



WO 2005/009468 



PCT/JP2004/010890 



3.0- 



|H ™. 2.5- 

p AJ 2.0 
gf 1.5H 
^1.0H 



0.5- 



73 ~XH1*» 6 M) - 



p<0.05 



! 



+ + + + + 

EP1 EP2 EP3 EP4 



m 8 

mum i i 



EP2(10- 6 M) [~] 
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1 1 
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m m & 

SEQUENCE LISTING 

* 

<110> ONO PHARMACEUTICAL CO. , LTD. 

<120> Cartilage disorder medicine 

<130> 0NF-5062PCT 

<150> JP 2003-280191 

<151> 2003-07-25 

<160> 16 

<170> Patentln version 3. 1 

<210> 1 

<211> 36 

<212> DNA 

<213> Mus musculus 

<223> Antisence oligonucleotide 

<400> 1 

acagtaccct ggcacctggt gttttattag ccttgg 

<210> 2 

<211> 36 

<212> DNA 
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<213> Mus musculus 

<223> Antisence oligonucleotide 
<400> 2 

aaagattgtg aaaggcaagg agcatatggc gaaggt 36 

<210> 3 

<211> 36 

<212> DNA 

<213> Mus musculus 

<223> Antisence oligonucleotide 
<400> 3 

cagcagataa acccagggat ccaagatctg gttcag 36 

<210> 4 

<21r> 36 

<212> DNA 

<213> Mus musculus 

<223> Antisence oligonucleotide 

<400> 4 

ggaggagtct gaggtctcgg aaattcgcaa agttct 36 



<210> 5 

<211> 21 

<212> DNA 

<213> Homo sapiens 

* 

<223> PCR primer oligonucleotide 
<400> 5 

acctggtgtt ttattagcct t 



21 
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<210> 6 

<211> 21 

<212> DNA 

<213> Homo sapiens 

<223> PCR primer oligonucleotide 
<400> 6 

ggccgctgca gggagttaga g 21 

<210> 7 

<211> 20 

<212> DNA 

<213> Homo sapiens 

<223> PCR primer oligonucleotide 
<400> 7 

cgtgtaccta tttcgctttc 20 

<210> 8 

<211> 20 

<212> DNA 

<213> Homo sapiens 

<223> PCR primer oligonucleotide 
<400> 8 

gaggtcccac ttttccttta 20 

<210> 9 
<211> 21 
<212> DNA 
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<213> Homo sapiens 

<223> PCR primer oligonucleotide 

<400> 9 

# 

catcgactgg accaccaacg t 21 

<210> 10 

<211> 21 

<212> DNA 

<213> Homo sapiens 

<223> PCR primer oligonucleotide 

<400> 10 

tctcctttaa ctcccgggcg a 21 



<210> 11 

<211"> 22 

<212> DNA 

<213> Homo sapiens 

<223> PCR primer oligonucleotide 

<400> 11 

cctgggttta tctgctgcta ag 22 



<210> 12 

<211> 22 

<212> DNA 

<213> Homo sapiens 

<223> PCR primer oligonucleotide 

<400> 12 

ctcggtgtgt ttaatggcaa gg 22 
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<210> 13 

<211> 22 

<212> DNA 

<213> Homo sapiens 

<223> PCR primer oligonucleotide 

<400> 13 

cctgggttta tctgctgcta ag 22 



<210> 14 

<211> 22 

<212> DNA 

<213> Homo sapiens 

<223> PCR primer oligonucleotide 

<400> 14 

ctctggcaaa gactcaaaat gc 22 



<210> 15 

<211> 20 

<212> DNA 

<213> Homo sapiens 

<223> PCR primer oligonucleotide 

* 

<400> 15 
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□ FADED TEXT OR DRAWING 

lii BLURRED OR ILLEGIBLE TEXT OR DRAWING 

□ SKEWED/SLANTED IMAGES 

□ COLOR OR BLACK AND WHITE PHOTOGRAPHS 

□ GRAY SCALE DOCUMENTS 

□ LINES OR MARKS ON ORIGINAL DOCUMENT 

□ REFERENCE(S) OR EXHIBIT(S) SUBMITTED ARE POOR QUALITY 

□ OTHER: 

IMAGES ARE BEST AVAILABLE COPY. 
As rescanning these documents will not correct the image 
problems checked, please do not report these problems to 
the IFW Image Problem Mailbox. 



